WE sought to establish a model of inflammatory bowel disease by augmenting the activity of the local immune system with Freund's complete adjuvant, and to determine if inducible nitric oxide synthase (iNOS) expression and peroxynitrite formation accompanied the inflammatory condition. In anaesthetized guinea-pigs, a loop of distal Heum received intraluminal 50% ethanol followed by Freund's complete adjuvant. Control animals were sham operated. When the animals were killed 7 or 14 days later, loop lavage fluid was examined for nitrite and PGE levels; mucosal levels of granulocyte and macrophages were estimated by myeloperoxidase (MPO) and N-acetyl-D-glucosaminidase (NAG) 
Introduction
Advances in our understanding of the pathophysiology of inflammatory bowel disease and potential therapeutic approaches to its management, require animal models that mimic the human condition. While the currently used models have proved to be useful and can predict the utility of current pharmacotherapies, it is still widely recognized that additional models are needed, particularly chronic models. Hyperactivity of the gut-associated immune system is a hallmark of inflammatory bowel disease, although the triggers and factors maintaining this state are multiple and complex. Activation of immune defences with Freund's complete adjuvant (FCA), has been utilized in models of arthritis, a common systemic complication associated with inflammatory bowel disease, but we are aware of only one report using this approach in gut inflammation. 3, 4 Within this conceptual framework we attempted to establish a model of inflammatory bowel disease using FCA. The ileum and guinea-pig were chosen as the target organ and species, because of our previous experience with the trinitrobenzene sulphonic acid (TNBS) model.
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It has recently been demonstrated that in contrast to reports demonstrating that nitric oxide is protective in acute models of gut injury, 5, 6 (Fig. 1) . Villus tips contained a large number of macrophages with vacuoles of cellular debris; macrophage accumulation on the basal surface of the detached epithelia was a common finding. The macrophages accumulating at the villus tips had a foamy appearance which presumably resulted from the ingestion of mineral oil in the adjuvant present in the mucosa.
Unlike the TNBS model in guinea pig ileum, FCA ileitis was associated with crypt abcesses (Fig. 1) ; these abcesses contained primarily macrophages and lymphocytes. In some sections it was evident that inflammatory cells extended from crypt abcesses between villi towards the lumen of the ileum. A marked hypercellularity of the crypts and absence of goblet cells was readily noted (Fig. 1) . There was only minimal evidence of the inflammatory process in the muscularis; cellular infiltration appeared to be confined to the mucosa. Only a slight deposition of collagen in the submucosa was evident.
In normal guinea-pigs there was minimal positive staining for iNOS immunoreactivity. However, in the FCA-induced ileitis iNOS positive staining was evident in epithelia, particularly in terminal enterocytes and neurons in the submucosal and myenteric plexuses (Fig. 2) . Nitrotyrosine immunoreactivity was located in the same sites as iNOS, being most evident in epithelia and myenteric neurons (Fig. 2) In Panel (a), the villus tip is swollen with detachment of the epithelia from the basement membrane. The lamina propria is rich in macrophages. In Panel (b), hyperplasia of the crypt epithelia is evident together with cellular infiltration (lymphocytes and macrophages) and a paucity of goblet cells. the rat model of adjuvant colitis, 3, 4 as has been demonstrated in adjuvant-induced models of arthritis. 16, 17 Activation of local nitric oxide production was also observed in this study in guinea-pig ileitis.
However 
